A woman with ulcerating, painful skin lesions 47-YEAR-OLD WOMAN developed painful, weeping skin nodules on her upper arm (FIGURE 1). She had previously enjoyed good health and said she had no family history of such lesions. She had no personal or family history of liver, pancreatic, renal, or lung disease.
FIGURE 1.
A necrotic, weeping ulcer from the upper extremity, measuring approximately 2 cm.
FIGURE 2. Skin biopsy shows lobular panniculitis with neutrophils (small bluish dots) and adipocyte necrosis. Hematoxylin-eosin stain, × 400. Panniculitis may be the only clinical manifestation of alpha-1 antitrypsin deficiency, which can also be accompanied (depending on the phenotype) by chronic obstructive pulmonary disease and cirrhosis. Since alpha-1 antitrypsin deficiency is underrecognized in general, suspecting it when patients present with panniculitis will likely enhance its detection. Similarly, national guidelines recommend testing for alpha-1 antitrypsin deficiency in patients with either symptomatic, fixed airflow obstruction or cirrhosis that is otherwise unexplained, as well as in patients with panniculitis. 1 
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■ PANNICULITIS DUE TO ALPHA-1 ANTITRYPSIN DEFICIENCY
Alpha-1 antitrypsin deficiency is clearly, though uncommonly, associated with panniculitis, which is inflammation of the subcutis. Clinical manifestations of panniculitis associated with this condition include red, painful nodules that may ulcerate and drain an oily discharge. The most common sites of involvement include the thighs, buttocks, and areas of physical trauma. The pathophysiology of panniculitis in alpha-1 antitrypsin deficiency presumably involves unopposed elastase activity.
Likely due to proteolytic damage
Though incompletely understood, the panniculitis in alpha-1 antitrypsin deficiency is likely the result of unopposed proteolytic damage in the subcutaneous fat by membrane-bound serine proteases, akin to the pathogenesis of pulmonary emphysema in people with severe deficiency of alpha-1 antitrypsin. Supporting evidence for the inflammatory, proteolytic pathogenesis of panniculitis in alpha-1 antitrypsin deficiency includes the presence of inflammatory exudates in the subcutaneous tissues, as well as the rapid improvement seen with the infusion of purified pooled human alpha-1 proteinase inhibitor. [2] [3] [4] Red, painful nodules Panniculitis due to alpha-1 antitrypsin deficiency classically presents as red, painful nodules that may break down and ooze an oily discharge. [5] [6] [7] [8] [9] [10] As in the patient presented here, common sites of occurrence are areas of trauma, eg, on the thighs and buttocks, abdomen, and upper extremities (FIGURE 1) . Indeed, in a review of the 41 reported cases of panniculitis related to alpha-1 antitrypsin deficiency, Geraminejad et al 11 reported that the erythematous plaques and nodules occurred on the thighs, hips, buttocks, or groin in 44% of cases in which the location was cited. Factors predisposing to panniculitis include trauma (cited in 35% of instances), cryosurgery, and, in the case of alpha-1 antitrypsin deficiency, extravasation of intravenous clarithromycin (Biaxin). [11] [12] [13] Clinical features that distinguish the panniculitis associated with alpha-1 antitrypsin deficiency from other types of panniculitis include ulceration and an oily discharge, both of which were present in the patient discussed here.
Panniculitis may be the only clinical manifestation of alpha-1 antitrypsin deficiency
SUMMARY
Panniculitis is an uncommon complication of alpha-1 antitrypsin deficiency, which is an underrecognized condition. Collective experience to date permits enhanced understanding of the clinical manifestations and treatment of alpha-1 antitrypsin deficiency-associated panniculitis. Further study is needed to determine its precise pathophysiology and optimal treatment.
Panniculitis due to alpha-1 antitrypsin deficiency
KEY POINTS
• Panniculitis due to alpha-1 antitrypsin deficiency produces recurrent, tender erythematous nodules that ulcerate and produce an oily discharge.
• Serum alpha-1 antitrypsin levels should be included in the laboratory workup of panniculitis.
• Deep, incisional biopsy including subcutaneous fat is needed to make the histologic diagnosis.
• Treatment with intravenous pooled human plasma alpha-1 proteinase can produce rapid improvement.
